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an isolated nucleic acid molecul 


expressed with a molecule havir 


which hybridizes under conditions of high 


stringency to DNA having the c )mplementarv sequence of the nucleotide 


sequence of SEP ID NO: 4, wh( rein said isolated nucleic acid molecule, when 


g the sequence of SEP ID NO: 2 and a gene 


encoding an IgGl immunoglobulin constant region, encodes a polypeptide which 


binds to hTNFa. 


(Amended) An isolated nucleic acid mo 


a) 


an isolated nucleic acid molecule 
the sequence of SEP ID NO: 2 


ecule selected from the group consisting of: 
which , when expressed with a molecule having 
id a gene encoding an IgGl immunoglobulin 


constant region, encodes a. 
nucleic acid molecule hybridi: 
nucleic acid molecule having 


c) 


•tide which binds to hTNFa, wherein said 
ler conditions of moderate stringency to a 
:he doAiplementary sequence of the nucleotide 
sequence of [SEQ ID NO: 2 ot] SEQ ID NO: 4 [, or] ; 

an isolated nucleic acid molecutowiich. when expressed with a molecule having 
the sequence of SEP ID NO: ^andla gene encoding an IgGl immunoglobulin 
constant region, encodes a polypeptide which binds to hTNFa. wherein said 
nucleic acid molecule hybridizes unfler conditions of moderate stringency to a 
nucleic acid molecule having the complementary sequence of the nucleotide 
sequence of SEP ID NP: 2: and 

a complement of [said] an isolated nucleic acid molecule of a) or b) . 


(Amended) An isolated nucleic acid moletule selected from the group consisting of: 

a) an isolated nucleic acid molecule which, when expressed with a molecule 
encoding a polypeptide comprising! the amino acid sequence of SEP ID NP: 5 
and a gene encoding an IgGl immunoglobulin constant region, [encoding] 
encodes a polypeptide comprising the amino acid sequence of SEQ ID NP: 3 [or 
SEQ ID NP: 5], or a fragmenTj^ie^vative] thereof, [wherein said polypeptide] 
which binds hTNFa [, or]; 

b) an isolated nucleic acid moleculdWhikh, when expressed with a molecule 
encoding a polypeptide comprising the amino acid sequence of SEP ID NP: 3 
and a gene encoding an IgGl ifnmunaglobulin constant region, encodes a 
polypeptide comprising the amino acifl sequence of SEP ID NP: 5, or a fragment 
thereof, which binds hTNFa: and 

c) a complement of [said] the isolated nucleic acid molecule of a) or b) . 
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(Amended) An isolated nucleic acid molecule comprising a sequence selected from the 
group consisting of: 1 

a) SEQ ID NO: 2; 

b) the complementary strand of SEQ ID NO: 2; 

c) DNA sequences that [specifically] hybridize under conditions of hi gh stringency 
to the complementary sequence if SEQ ID NO: 2 . and which, when expressed 
with a molecule having the sequence of SEP ID NO: 4 and a gene encoding an 
TgGl immunoglobulin constant rkgion. encode a polypeptide which binds hTNFa ; 
and 

d) RNA sequences transcribed-^om^e sequences of a), b), or c). 


(Amended) An isolated nucleic acid Iple^/le comprising a sequence selected from the 
group consisting of: 

a) SEQ ID NO: 4; 

b) the complementary strand of SEQ to NO: 4; 

c) DNA sequences that [specifically] Hybridize under condi tions of high stringency 
to the complementary sequence of SEQ ID NO: 4 . and which, when expressed 
with a molecule having the seauencetof SEP ID NO: 2 and a gene encoding an 
IgGl immunoglobulin constant regiorA encode a polypeptide w hich binds hTNFa: 
and 

d) RNA sequences transcribed from the sequences of a), b), or c). 


(Amended) A method of manufacturing A polypeptide , said polypeptide se lected from the 
group consisting of: 

a) a polypeptide comprising the aminA acid sequence [selected from the group 
consisting] of SEQ ID NP: 3 [andSEQ ID NO: 5] or a fragment [or derivative] 
thereof wherein said polypeptide Awha^Nsxpressed with a peptide c omprising the 
amino acid sequence of SEP ID NO: \a^d an IgGl constant region, binds to 
hTNFa : and 

b) a polypeptide comprising the amino acia sequence of SEP ID NP: 5 or a 
fragment thereof wherein said polypeptide, when expressed with a peptide 
comprising the amino acid sequence of SBO ID NO: 3 and an IgGl constant 
region, binds to hTNFa. 
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comprising the steps of expressing said 
comprises a nucleic acid molecule whic h 
promoter sequence. 


lypeptide in a recombinant host cell which 
sftcodes said polypeptide operably linked to a 


An isolated nucleic acid molecule Selected from the group consisting of: 

a) an isolated nucleic acid molecule which hybridizes to a nucleic acid molecule 
having the complementary sequence of the nucleotide sequence of SEQ ID NO: 2 
under wash conditions of wafeh solution of 68° C O.lx SSC/0.1% SDS and 
incubation with rotation for Id minutes at 68° C, wherein said isolated nucleic 
acid molecule, when expressed with a molecule having the sequence of SEQ ID 
NO: 4 and a gene encoding an IgGl immunoglobulin constant region, encodes a 
polypeptide which binds hTNFa; 

b) an isolated nucleic acid molecula which hybridizes to a nucleic acid molecule 
having the complementary sequence of the nucleotide sequence of SEQ ID NO: 4 
under wash conditions of wash solution of 68° C O.lx SSC/0.1% SDS and 
incubation with rotation for 15 minutes at 68° C, wherein said isolated nucleic 
acid molecule, when expressed with a molecule having the sequence of SEQ ID 
NO: 2 and a gene encoding an IgGl immunoglobulin constant region, encodes a 
polypeptide which binds hTNFa; and 

c) a complement of an isolated nucleie-acicj[ molecule of a) or b). 


19. An isolated nucleic acid molecule selected from tile group consisting of: 

a) an isolated nucleic acid molecule which hybridizes to DNA having the 

complementary sequence of the nucleotide Sequence of SEQ ID NO: 2 under 
wash conditions of wash solution of 68/ C 0.\x SSC/0.1% SDS and incubation 
with rotation for 15 minutes at 68° C, whereinWid isolated nucleic acid molecule, 
when expressed with a molecule having the sequence of SEQ ID NO: 4 and a 
gene encoding an IgGl immunoglobulin constant region, encodes a polypeptide 
which binds hTNFa; 

an isolated nucleic acid molecule which hybridized to DNA having the 
complementary sequence of the nucleotide sequence of SEQ ID NO: 4 under 
wash conditions of wash solution of 68° C O.lx SSQ/0.1% SDS, and incubation 
with rotation for 15 minutes at 68° C, wherein said isolated nucleic acid molecule, 
when expressed with a molecule having the sequence of SEQ ID NO: 2 and a 
gene encoding an IgGl immunoglobulin constant regiqri, encodes a polypeptide 
which binds hTNFa; and 
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c) a complement of an isolated nucleic acid molecule of a) or b). 


20. An isolated nucleic acid molecule selected from the group consisting of: 

a) an isolated nucleic acid molecule which, when expressed with a molecule having 
the sequence of SEQ ID N<D: 2 and a gene encoding an IgGl immunoglobulin 
constant region, encodes a polypeptide which binds hTNFoc, wherein said nucleic 
acid molecule hybridizes tota nucleic acid molecule having the complementary 
sequence of the nucleotide sequence of SEQ ID NO: 4 under wash conditions of 
wash solution of 42° C 0.2x SJSC/0.1% SDS and incubation with rotation for 15 
minutes at 42° C; 

b) an isolated nucleic acid molecVile which, when expressed with a molecule having 
the sequence of SEQ ID NO: 4 and a gene encoding an IgGl immunoglobulin 
constant region, encodes a polypeptide which binds hTNFoc, wherein said nucleic 
acid molecule hybridizes to a nucleic acid molecule having the complementary 

I ~ sequence of the nucleotide sequence of SEQ ID NO: 2 under wash conditions of 

f/ wash solution of 42° C 0.2x SSQO. 1 % SDS and incubation with rotation for 1 5 

minutes at 42° C; and 

c) a complement of an isolated nucleic acid molecule of a) or b). 

21. An isolated nucleic acid molecule combrrsife a DNA sequence that hybridizes to the 
complementary sequence of SEQ ID NO: 2 \Aider wash conditions of wash solution of 
68° C O.lx SSC/0.1% SDS and incubatibn yAth rotation for 15 minutes at 68° C, said 
molecule, when expressed with a moleciM having the sequence of SEQ ED NO: 4 and a 
gene encoding an IgGl irnmunoglobulir/consrant region, encoding a polypeptide which 
binds hTNFoc, or an RNA sequence transcribedurom the DNA sequence. 

22. An isolated nucleic acid molecule comprising a DNA sequence that hybridizes to the 
complementary sequence of SEQ ED NO: 4 unden wash conditions of wash solution of 

. 68° C O.lx SSC/0.1% SDS and incubation with rotation for 15 minutes at 68° C, said 
molecule, when expressed with a molecule having the sequence of SEQ ID NO: 2 and a 
gene encoding an IgGl immunoglobulin constant region, encoding a polypeptide which 
binds hTNFoc, or an RNA sequence transcribed fromtthe DNA sequence. 

23. An isolated nucleic acid molecule selected from the group consisting of: 

a) an isolated nucleic acid molecule which hybridizes under conditions of high 

stringency to a nucleic acid molecule having the complementary sequence of the 
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nucleotide sequence of SEQ ID NO: 2, wherein said isolated nucleic acid 
molecule, when expressed with a molecule having the sequence of SEQ ID NO: 4 
and a gene encoding an IgGl immunoglobulin constant region, encodes a 
polypeptide which binds and inhibits hTNFa; 

b) an isolated nucleic acid molecule which hybridizes under conditions of high 
stringency to a nucleic acid molecule having the complementary sequence of the 
nucleotide sequence of SEQ ID NO: 4, wherein said isolated nucleic acid 
molecule, when expressed wim a molecule having the sequence of SEQ ID NO: 2 
and a gene encoding an IgGl immunoglobulin constant region, encodes a 
polypeptide which binds and inhibits hTNFa; and 

c) a complement of an isolated nucleic acid molecule of a) or b). 

24. An isolated nucleic acid molecule selected from the group consisting of: 

a) an isolated nucleic acid molecule wJiich hybridizes under conditions of high 
stringency to DNA having the complementary sequence of the nucleotide 
sequence of SEQ ID NO: 2, wherehAaid isolated nucleic acid molecule, when 
expressed with a molecule having the Sequence of SEQ ID NO: 4 and a gene 
encoding an IgGl immunoglobulin constant region, encodes a polypeptide which 
binds and inhibits hTNFa; and \ 

b) an isolated nucleic acid molecule^AftdTich hybridizes under conditions of high 
stringency to DNA having the comrwementVy Sequence of the nucleotide 
sequence of SEQ ID NO: 4, wherein said isolafted nucleic acid molecule, when 
expressed with a molecule having the sVquerixJe of SEQ ID NO: 2 and a gene 
encoding an IgGl immunoglobulin constant region, encodes a polypeptide which 
binds and inhibits hTNFa. / \ 

25. An isolated nucleic acid molecule selected from the group\consisting of: 

a) an isolated nucleic acid molecule which, when expressed with a molecule having 
the sequence of SEQ ID NO: 2 and a gene encodingW IgGl immunoglobulin 
constant region, encodes a polypeptide which binds and inhibits hTNFa, wherein 
said nucleic acid molecule hybridizes under conditions of moderate stringency to 
a nucleic acid molecule having the complementary sequence of the nucleotide 
sequence of SEQ ID NO: 4; \ 

b) an isolated nucleic acid molecule which, when expressedVvith a molecule having 
the sequence of SEQ ID NO: 4 and a gene encoding an Igffil immunoglobulin 
constant region, encodes a polypeptide which binds and innibits hTNFa, wherein 



said nucleic acid molecule hybridizes under conditions of moderate stringency to 
a nucleic acid molecule having the complementary sequence of the nucleotide 
sequence of SEQ ID NO: 2; and 
c) a complement of an isolated nucleic acid molecule of a) or b). 

26. An isolated nucleic acid molecule Selected from the group consisting of: 

a) an isolated nucleic acid molecule which, when expressed with a molecule 
encoding a polypeptide comprising the amino acid sequence of SEQ ID NO: 5 
and a gene encoding an IgGll immunoglobulin constant region, encodes a 
polypeptide comprising the amino acid sequence of SEQ ID NO: 3, or a fragment 
thereof, which binds and inhitidts hTNFa; 

b) an isolated nucleic acid molecule which, when expressed with a molecule 
encoding a polypeptide comprising the amino acid sequence of SEQ ID NO: 3 
and a gene encoding an IgGl immunoglobulin constant region, encodes a 
polypeptide comprising the amino acid sequence of SEQ ID NO: 5, or a fragment 
thereof, which binds and inhibits ftTNFa; and 

c) a complement of the isolated nucleic acid molecule of a) or b). 

27. An isolated nucleic acid molecule copippsirigji sequence selected from the group 
consisting of: 

a) SEQ ID NO: 2; 

b) the complementary strand of SEQ Tfo N(5/: 2; 

c) DNA sequences that hybridize under ccmMitions of high stringency to the 
complementary sequence of SEQ ID/NO: 2, and which, when expressed with a 
molecule having the sequence bfSEQ ID NO: 4 and a gene encoding an IgGl 
immunoglobulin constant region, encode a polypeptide which binds and inhibits 
hTNFa; and 

d) RNA sequences transcribed from the sequenced of a), b) or c). 

28. An isolated nucleic acid molecule comprising a sequence selected from the group 
consisting of: 

a) SEQ ID NO: 4; 

b) the complementary strand of SEQ ID NO: 4; 

c) DNA sequences that hybridize under conditions of higJi stringency to the 
complementary sequence of SEQ ID NO: 4, and whichVwhen expressed with a 
molecule having the sequence of SEQ ID NO: 2 and a gene encoding an IgGl 
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immunoglobulin constant region, encode a polypeptide which binds and inhibits 
hTNFa; and 

d) RNA sequences transcribed from the sequences of a), b) or c). 

A method of manufacturing a polypeptide, said polypeptide selected from the group 
consisting of: 

a) a polypeptide comprising the Wnino acid sequence of SEQ ID NO: 3 or a 
fragment thereof wherein said polypeptide, when expressed with a peptide 
comprising the amino acid sequence of SEQ ID NO: 5 and an IgGl constant 
region, binds and inhibits hTNFa; and 

b) a polypeptide comprising the amino acid sequence of SEQ ID NO: 5 or a 
fragment thereof wherein said polypeptide, when expressed with a peptide 
comprising the amino acid sequence of SEQ ID NO: 3 and an IgGl constant 
region, binds and inhibits hTNFa, 

comprising the step of expressing said polypeptide in a recombinant host cell which 
comprises a nucleic acid molecule which encoties said polypeptide operably linked to a 
promoter sequence. 

A method of manufacturing a polypeptide£©mp4feing the amino acid sequence of SEQ 
ID NO: 3 or a fragment thereof wherein said\DolypWitie, when expressed with a peptide 
comprising the amino acid sequence of SEQ iV NO\ 5 ahd an IgGl constant region, binds 
to hTNFa, comprising the step of expressing a nVletc/acid molecule which encodes said 
polypeptide, said nucleic acid molecule operably linked to a promoter sequence, with a 
nucleic acid molecule encoding a peptide comprising the amino acid sequence of SEQ ID 
NO: 5. 

The method of Claim 30 wherein the nucleic acid moleculk encoding the polypeptide 
comprising the amino acid sequence of SEQ ID NO: 3 or a fragment thereof is expressed 
with a gene encoding an IgGl immunoglobulin constant regrbn. 

A method of manufacturing a polypeptide comprising the amino acid sequence of SEQ 
ID NO: 5 or a fragment thereof wherein said polypeptide, when expressed with a peptide 
comprising the amino acid sequence of SEQ ID NO: 3 and an IgGl constant region, binds 
to hTNFa, comprising the step of expressing a nucleic acid molecMe which encodes said 
polypeptide, said nucleic acid molecule operably linked to a promoter sequence, with a 
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nucleic acid molecule encoding ^peptide comprising the amino acid sequence of SEQ ID 
NO: 3. 

The method of Claim 32 wherein ihe nucleic acid molecule encoding the polypeptide 
comprising the amino acid sequence of SEQ ID NO: 5 or a fragment thereof is expressed 
with a gene encoding an IgGl immunoglobulin constant region. 

A method of manufacturing a polypeptide encoded by a nucleic acid molecule having the 
nucleotide sequence of SEQ ID NO:\2 or a fragment thereof wherein said polypeptide, 
when expressed with a peptide encodfed by a nucleic acid molecule having the nucleotide 
sequence of SEQ ID NO: 4 and an Igffil constant region, binds to hTNFa, comprising the 
step of expressing a nucleic acid moledule having the nucleotide sequence of SEQ ID 
NO: 2 or a fragment thereof, said nucleic acid molecule operably linked to a promoter 
sequence, with a nucleic acid molecule Wing the nucleotide sequence of SEQ ID NO: 4. 

The method of Claim 34 wherein the nucleic acid molecule having the nucleotide 
sequence of SEQ ID NO: 2 or a fragment Whereof is expressed with a gene encoding an 
IgGl immunoglobulin constant region. 

A method of manufacturing a polypeptide Wode)d by a nucleic acid molecule having the 
nucleotide sequence of SEQ ID NO: 4W a fragment thereof wherein said polypeptide, 
when expressed with a peptide encoded\y 1 nucleic acid molecule having the nucleotide 
sequence of SEQ ID NO: 2 and an IgGl constant region, binds to hTNFa, comprising the 
step of expressing a nucleic acid molecule having the nucleotide sequence of SEQ ID 
NO: 4 or a fragment thereof, said nucleic acidtaolecule operably linked to a promoter 
sequence, with a nucleic acid molecule having the nucleotide sequence of SEQ ID NO: 2. 

The method of Claim 36 wherein the nucleic acia molecule having the nucleotide 
sequence of SEQ ID NO: 4 or a fragment thereof lis expressed with a gene encoding an 
IgGl immunoglobulin constant region. 

The method of Claim 30 wherein the polypeptide, 'vVhen expressed with a peptide 
comprising the amino acid sequence of SEQ ID NOi 5 and an IgGl constant region, binds 
and inhibits hTNFa. 


